It seemed of interest to investigate the effect on uric acid excretion in the bird of a variety of drugs which in man have been found markedly to alter tubular activities in respect to uric acid. In man, probenecid, sulfinpyrazone (a sulfoxide metabolite of phenylbutazone) and zoxazolamine all produce a sharp rise in uric acid/ inulin clearance ratios, presumably the result of suppression of tubular reabsorption of filtered uric acid (6) (7) (8) 
METHODS
The studies were conducted chiefly on Rhode Island Red pullets and hens weighing I .6-3.6 kg. After an approximately I 8-hour fast, the unanesthetized birds were attached, with outspread wings, to a 'chicken board' (I 4). A priming dose of 2 ml I o % inulin was first injected into a wing vein, then a sustaining solution was infused containing r 0 ml r 0 % inulin, 25 ml 25 % mannitol, I25 ml physiological saline solution and 80 ml water. In many experiments, I .5 ml 20 % sodium para-aminohippurate was added to the sustaining solution for PAH clearance studies. A Bowman pump was used to deliver the infusion mixture at a constant rate of I .2 ml/min., sufficient to afford adequate urine flow and appropriate plasma inulin and PAH levels. After 40-50 minutes to allow for equilibration, three or four control clearance collections were made, each of 6-8 minutes duration. Urine was collected directly into a glass test tube inserted into the cloaca; in some instances it was necessary to plug the rectum with cotton to prevent contamination with feces. Blood samples were obtained through an indwelling needle in the femoral artery, heparin being used as anticoagulant.
After estimation of the hematocrit, each blood sample was immediately centrifuged, the plasma removed for analysis, and the cells suspended in isotonic (I 6) . Uric acid was determined by a modification (I 7) of the calorimetric method of Buchanan, Block and Christman; uricase digestion was omitted, however, since both the urine and plasma of the chicken were found to contain negligible amounts of nonurate chromogen.
In calculating the filtered urate load complete filtrability of the plasma uric acid at the glomerulus was assumed. This assumption is based on the virtually complete ultrafiltrability of the chicken plasma uric acid reported previously by others (2, 5) and found by us, and on the equivalent results of the micropuncture studies of Bordley and Richards (18) in the frog and snake. Turate was calculated as UVurate -Cinurin X P urat,e 3 a calculation which ignores tubular reabsorption of filtered or secreted uric acid, and uric acid synthesis by the kidney. T p,4H was calculated as UVpAH -Cinulin Effect of drugs that are potently uricosuric in man. Probenecid (8 experiments, tables 2 and 3) : in man, probenecid in doses of 20-30 mg/kg produces a mean peak fourfold increase in C,,/C rn ratios (6) . In the chicken, doses of 20-1 oo mg/kg uniformly caused a decrease in renal excretion of uric acid, a mean fall of 3g %, by reducing the calculated TU, from a mean of I .72 to 0.66 mg/min., or 62 %. There was an associated rise in plasma uric acid, from a mean of 4.5 to I 0.6 mg %. Cu, declined an average of 69 %. The glomerular filtration rate was essentially unaffected.
Administration of probenecid in larger doses, 2oo-285 mg/kg, only accentuated this depressant effect, reducing tubular secretion of uric acid to a negligible quantity. An associated sharp decline in C,,, occurred in the five experiments in which this measurement was made; the mean fall was from 65.2 to I 9.5 ml/min., or 70 %. Sulfinpyrazone (3 experiments, tables 2 and 3) : in man, sulfinpyrazone in doses of 5 mg/kg elicits an approximately sixfold increase in C,,/C,, ratios
. The response to this drug, in 25-50 mg/kg dosage, in the chicken was in every respect like that to probenecid. UVu, declined 37 %, due to a fall in TU, from a mean of I .38 to 0.54 mg/min., or 61 %. C,,, again showed an associated striking drop, from a mean of 62.5 to 24.2 ml/min., or 61 %. Zoxazolamine (3 experiments, tables 2 and 3) : in man, this drug effects a distinct uricosuric response in doses as low as I mg/kg (8). In the chicken, doses of 20 and 35 mg/kg caused some decrease in uric acid excretion; 40 mg/kg appeared to exert a general depressant action on the renal circulation (table 3) . C,,, was unaffected by a dose of 20 mg/kg but declined somewhat at the higher dosage levels.
Effect of drugs that cause marked renal retention of uric acid in man. Pyrazinamide (5 experiments, tables 2 and 3); sodium-r-lactate (5 experiments, tables 2 and 3) : in man, these drugs in doses of 15-40 mg/kg and 2-6 mM/kg, respectively, reduced the C,,/Cr, ratio from 0.08 to approximately 0.01 (I 0). In the chicken, pyrazinamide was given by slow sustained infusion in doses up to 500 mg/kg without appreciable change in tubular secretion of uric acid; however, rapid injection of the drug, in 60 mg/kg dosage, appeared to exert a general depressant effect, with a fall in uric acid excretion and a rise in plasma uric acid as well as a decrease in glomerular filtration rate. phenylbutazone depressed tubular secretion of uric acid in the chicken, from a mean TU, of I .oo to 0.50 mg/min., or -50 %. There was an associated rise in plasma uric acid, from a mean of 9.7 to I 5. I mg %. This effect was associated with a mean decline of 37 % in C,,,.
Effect of PAH loading on uric acid excretion. agents which failed to affect uric acid excretion (namely, sodium lactate and salicylate) also had no depressant effect on C&An. This association might be due to decreased renal plasma flow and/or to inhibition of tubular secretory activity. PAH extraction ratios were not measured. However, the PAH loading experiments, which demonstrated a sharp decline in Tu, when TPAn was progressively increased, suggest competition of uric acid and PAH for tubular transport; changes in renal blood flow may therefore be presumed to have played a minor, if any, role in these experiments.
In like manner, Lambert (26) f ound that tubular secretion of exogenous creatinine was inhibited competitively by uroselectan B, and Sperber (27, 28) showed that tubular secretion of PSP in the chicken was inhibited competitively by uric acid, diodrast, hippuric acid, carinamide and various glucuronides.
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